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1. The designated Office Is hereby notified of its election made: 

I X I in the demand filed with the International Preliminary Examining Authority on: 
14 February 2001 (14.02.01) 

\ I in a notice effecting later election filed with the International Bureau on: 



2. The election 
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made before the expiration of 19 months from the priority date or, where Rule 32 applies, within the time limit under 
Rule 32.2(b). 
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Applicant's or agent's file reference 

P199900894 WO 



FOR FURTHER ACTION 



See paragraphs 1 and 4 below 



International application No. 

PCT/DK 00/00417 



International filing date 
(day/month/year) 21/07/2000 



Applicant 

DAKO A/S 



1 . The applicant is hereby notified that the International Search Report has been established and is transmitted herewith. 
Filing of amendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the International Application (see Rule 46): 

When? The time limit for filing such amendments is normally 2 months from the date of transmittal of the 
International Search Report; however, for more details, see the notes on the accompanying sheet. 

Where? Directly to the International Bureau of WlPO 
34, chemin des Colombettes 
1211 Geneva 20, Switzerland 
Fascimile No.: (41-22) 740.14,35 

For more detailed instructions, see the notes on the accompanying sheet. 

^' I I applicant is hereby notified that no International Search Report will be established and that the declaration under 
' — ' Article 1 7(2)(a) to that effect is transmitted herewith, 

3, Q With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

I j the protest together with the decision thereon has been transmitted to the International Bureau together with the 
— ' applicant's request to fon^/ard the texts of both the protest and the decision thereon to the designated Offices, 

I I decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further action(s): The applicant is reminded of the following:' 

Shortly after 18 months from the priority date, the International application will be published by the International Bureau 
If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application or of the 
prionty claim, must reach the International Bureau as provided in Rules 90i)/s.1 and 90b/s.3, respectively before the 
completion of the technical preparations for international publication. 

Within 19 months from the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 months from the priority date, the applicant must perform the prescribed acts for entry into the national phase 
before all desjgnated Offices which have not been elected in the demand or in a later election within 19 months from the 
pnority date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the International Searching Authority 
European Patent Office. P.B. 5818 Patentlaan 2 
NL-2280 HV Rijswijk 
U/JI Tel. (+31-70) 340-2040, Tx. 31 651 epo nl. 
Fax: (+31-70) 340-3016 



Authorized officer 

Marie-Frangoi se Provot 
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These Notes are intended to gfve the basic instructions conoorning the filing of amendments under articJe 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
urvder that Treaty. In case of discrepancy between these Notes and those requirements, the latter are applicable. For more 
detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Artide*. "Rule', and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Administrative Instructions respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has, after having received the intemational search report, one opportunity to amend the claims of the 
irrtemational application. It should however t>e emphasized that, since all parts of the intemational appiicaiion {claims, 
description ar>d drawings) may t^ amended during the intemational preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the appiicant wants the latter to be published 
for the purposes of provision aJ protection or has another reason for amending the claims t^efore intemational pbulication. 
Furthernxare, it should be emphasized that provisional protection ts available in some States only. 



What parts of the IntematlonaJ application may be amended? 

Under Article 1 9, only the claims may be amended. 

During the intemational phase, the daima may also t>e amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended under 
Article 34 before the Intemational Examining Authority. 

Upon entry into the national phase, all parts of the intemational application may be amended under Article 28 
or, where applicable, Article 41 . 



When? Within 2 months from the dale of transmittal of the international search report or 1 6 months from the priority 

date, whichever lime limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the Intemational Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for intemational publication 
(Rule 46.1). 

Where not to file the amendments? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
Intemational Searching Authority (Rule 46.2). 

Where a demand for intemational preliminary examination has tseen/is filed, see below. 



How? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 

one or more of the daims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumt»ring of the other claims is required. In all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions. Section 205(b)). 

The amendments must be made In the language In which the intemational application Is to be published. 



What documents must/may accompany the amendments? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the intemational application and the amended claims. It should not be 
confused with the "Statement under Article 1 9(1 )" (see below, under "Statement under Article 19(1)0- 

The letter must be In English or French, at the choice of the applicant. However, If the language of the 
intemational application Is English, the letter must be in English; If the language of the Intemational application 
Is French, the letter must t>o In French. 
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The letter must indicate the differences between the claims as fited and the claims' as amended It must in 
particular, indicate, in connection with each claim appearing In the International application (it being underatood 
that Identical indications concerning several claims may be grouped),whether 

the claim is unchanged; 

the claim is cancelled; 



(i) 
(ii) 
(iii) 
(iv) 
(v) 



the claim is new; 

the claim replaces one or more daims as filed; 

the claim is the result of the division off a claim as filed. 



The following examples Illustrate the manner In which amendments must be explained in the 
accompanying letter: 

1 . [Where originally there were 48 claims and after amendment of some claims there are 511- 
•Claims 1 to 29, 31 , 32. 34. 35. 37 to <S replaced by amended claims bearing the same numberB' 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added." 

2. [Where originally there were 1 5 claims and after amendment of all claims there are 1 1 »• 

Claims 1 to 1 5 replaoed by amerK^ed claims 1 to 1 1 

3. (Where originally there were 14 claims and the amendments consist in cancelling some claims and in adding 
new claims]: * 
•Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 1 5, 16 and 17 added " or 

aaims 7 to 13 cancelled; new claims 15. 16 and 17 added; all other claims unchanged/ 

4. (Where various kinds of amendments are made): 

i^i'ilTA^ ^- ""f^^SS^^' S^^i""! 1 1 to 1 3, 1 8 and 1 9 cancelled; claims 1 4. 1 5 and 1 6 replaced by amended 
c4ajm 14; claim 1 7 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added.* 

*^tatement under article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
>£Sde 19(1»* ^^^^^ description and the drawings (which cannot be amended under 

The statement will be published with the international application and the amended claims. 
It must be In the language In which the International apppllcation Is to be published. 

K must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused wfth and does not replace the letter indicating the cfifferences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words 'Statement under Article 1 9(1 )." 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the intemalionai search 
report may be made only in connection with an amendment of that claim. 

Consequence ff a demand for Intematlonai pr^lminary examination has already been filed 

^Lf ?®iil"t!i^""^w^"i Article 1 9, a demand for international preliminary examination 

^r^^I^i^^^" submitted the applicant must preferably, at the same time of filing the amendments wfth the 
International Bureau also file a copy of such amendments with the International Preliminary Examining 
Authority (see Rule 62.2(a), first sentence). . ' » 

Consequence with regard to translation of the International application for entry Into the national phase 

rrr^j^.^^i^"***^^' « *^ 't^ ^^^'^ "P^" « translation of the 

t J^if^nTT^^ ""f T ^ i'^-^y ^^^t ^ furnished to the designated/elected Officea. instead of. or 

in addition to, the translation of the claims as filed. 

STide*^*^^ requirements of each designated/elected Office, see Volume II off the PCT Applicant's 
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Legal Affairs 
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NOTIFICATION OF TRANSMITTAL OF 
THE INTERNATIONAL PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 



Date of mailing 
(day/month/year) 



30.10.2001 



Applicant's or agent's file reference 
P1 99900894 WO 


IMPORTANT NOnFICATION 


International application No. 
PCT/DKOO/00417 


International filing date 
21/07/2000 


(day/month/year) 


Priority date (day/month/year) 
21/07/1999 


Applicant ({ U /) 
DAKO A/S 







1 . The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith the 
International preliminary examination report and its annexes, if any. established on the international application. 

2. A copy of the report and Its annexes, if any. is being transmitted to the International Bureau for communication 
to all the elected Offices. 

3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of the 
report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later In some Offices) (Article 
39(1)) (see also the reminder sent by the International Bureau with Form PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation must 
contain a translation of any annexes to the international preliminary examination report. It is the applicant's 
responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable time limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 



Name and mailing address of the IPEA/ 


Authorized officer 




— European Patent Office 


Weber. R 


^ D-80298 Munich 


Tel. +49 89 2399 - 0 Tx: 523656 epmu d 






Fax: +49 89 2399-4465 


Tel.+49 89 2399-2382 
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A>ATENT COOPERATION 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 




Applicant's or agent's file reference 
P1 99900894 WO 


See Notification of Transmittal of International 
FOR FURTHER ACTION Preliminary Examination Report (Fonrn PCT/IPEA/416) 


Intemationat application No. 
PCT/DKOO/00417 


Intemational filing date (day/month/year) 
21/07/2000 


Priority date (day/monUi/year) 
21/07/1999 


International Patent Classification (IPC) or national classification and IPC 
G01N1/44 


Applicant 
DAKO A/S 



1 . This International preliminary examination report has been prepared by this Intemational Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 

2. This REPORT consists of a total of 8 sheets, including this cover sheet. 

EI This report is also accompanied by ANNEXES, i.e. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority 
(see Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 8 sheets. 



3. This report contains Indications relating to the following items: 



II 


□ 


III 


□ 


IV 


□ 


V 


El 


VI 


□ 


VII 


□ 


VIII 


IS 



Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty. Inventive step or industrial applicability; 
citations and explanations suporting such statement 

Certain documents cited 

Certain defects in the international application 

Certain observations on the international application 



Date of submission of the demand 



14/02/2001 



Date of completion of this report 
30.10.2001 



Name and mailing address of the intemational 
preliminary examining authority: 
European Patent Office 

D-80298 Munich 
Tel. +49 89 2399 - 0 Tx: 523656 epmu d 

Fax: +49 89 2399 - 4465 



Authorized officer 
Feldhoff, R 

Telephone No. +49 89 2399 2186 



Form PCT/IPEA/409 (cover sheet) (January 1994) 



INTERNATIONAL PRELIMINARY 

EXAMINATION REPORT International application No. PCT/DKOO/00417 

I. Basis of the report 

1 . With regard to the elements of the international application (Replacement sheets which have been furnished to 
the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally filed" 
and are not annexed to this report since they do not contain amendments (Rules 70. 16 and 70.17)): 
Description, pages: 

1 -27 as originally filed 

Claims, No.: 

1-35 as received on 08/10/2001 with letter of 08/10/2001 

Drawings, sheets: 

1/5-5/5 as originally filed 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or fumlshed to this Authority in the following language: , which is: 

□ the language of a translation furnished for the purposes of the international search (under Rule 23.1 (b)). 

□ the language of publication of the international application (under Rule 48.3(b)). 

□ the language of a translation fumlshed for the purposes of international preliminary examination (under Rule 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the 
international preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the International application in written form. 

□ filed together with the international application in computer readable form. 

□ furnished subsequently to this Authority in written form. 

□ furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure In 
the international application as filed has been furnished. 

□ The statement that the Information recorded in computer readable form is identical to the written sequence 
listing has been furnished. 

4. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 
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□ the drawings, sheets: 



5. IS This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

(Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this 
report,) 

see separate sheet 

6. Additional observations, if necessary: 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 2-19,21-33,35 

No: Claims 1,20,34 

Inventive step (IS) Yes: Claims 5 

No: Claims 2-4,6-19,21-33,35 

Industrial applicability (lA) Yes: Claims 1 -35 

No: Claims 



2. Citations and explanations 
see separate sheet 



VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 
see separate sheet 
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Comment 

Items II (there is a P-document mentioned in the search report), VI and VII are not dealt 
with during the PCT II phase. 



Re Item I 

Basis of the report 

Added Subject-Matter; Article 34(2)(b) PCT 

The amendments filed with the letter dated 8-10-2001 introduce subject-matter which 
extends beyond the content of the application as filed, contrary to Article 34(2)(b) PCT. 
The amendments concerned are the following: 
Claim 20, lines 19-21: no basis could be found for the amendments. 

Accordingly, the opinion given on claim 20 is based on original claim 26. 

Amendments complying with Article 34(2)(b) PCT 

Claim 1. line 4: p. 1, L 5. Claim 1. lines 10-11: orig. cl. 2. Claim 1. line 14: p. 7, I. 18-19. 
Claim 27: orig. cl. 33. Claim 34: orig. cl. 43 and p. 18, I. 20. The following claims have 
been renumbered: claims 2-5 (orig. cl. 5-8), claims 6-19 (orig. cl. 1 1-24), claims 20-26 
(orig. cl. 26-32), claims 28-30 (orig. cl. 36-38), claims 31-33 (orig. cl. 40-42), claim 35 
(orig. cl. 44). 

Re Item V 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or 
industrial applicability; citations and explanations supporting such statement 

Prior Art Documents 

The following documents are referred to in this communication: 
D1: DE-A-198 28 837 

D2: WO-A-99/34190 (cited in the application) 
D4: JP-A-09 170 972 

D4*: JP-A-09 170 972 (translation of the description of JP-A-09 170 972) 
D5: US-A-5 023 187 
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The subject-matter of independent claim 1 lacks novelty; Article 33(2) PCT 

Document D4 (see e. g. abstract and fig. 1) discloses the features of claim 1 (clamping 
member 4A is interpreted as a "carrier", clamping member 4B as a "support member". 
The feature "specimen in indirect contact with a solid support member" is ignored 
because it does not apply to the embodiment of fig. 5 of the present application; see Re 
Item Vim . 

Therefore, the subject-matter of claim 1 is not new. 

The subject-matter of independent claim 20 lacks novelty; Article 33(2) PCT 

Documents D2 (see e. g. abstract, claims 1 , 19, 22 and fig. 1) and D4 (see e. g. 
abstract and fig. 1) disclose the features of claim 20. 

Therefore, the subject-matter of claim 20 is not new. 

The subject-matter of independent claim 34 lacks novelty; Article 33(2) PCT 

Documents D2 (see e. g. abstract, claims 1 , 19, 22 and fig. 1) and D4 (see e. g. 
abstract and fig. 1) disclose the features of claim 43. 

Therefore, the subject-matter of claim 34 is not new. 

The subject-matter of independent claim 18 is not based on an inventive step; 
Article 33(3) PCT 

The present application does not meet the requirements of Article 33(3) PCT because 
the subject-matter of independent claim 18 does not involve an inventive step in the 
sense of Rule 65 PCT. 

The subject-matter of claim 18 differs from that of document D5 (see e. g. col. 2, I. 61 - 
col. 3, I. 42; col. 7, I. 23-25 and fig. 1), which is regarded as the closest prior art with 
respect to this claim, in that 

(i) the cartridge comprises an electrically conducting material in the form of a solid 
piece being placed on the inner side of the cartridge wall or in the form of one or more 
solid pieces or particles being incorporated in the wall of said cartridge, and that 

(ii) the cartridge is placed in an induction coil and an altemating current is sent 
through said coil to generate a magnetic field. 

The problem to be solved by claim 18 may be regarded as: 

how to provide an alternative mettiod of carrying out an automatic or semi- 
automatic assay of one or more specimens each fixed on a microscope slide? 



Form PCT/Separate Sheet/409 (Sheet 2) (EPO-April 1997) 



INTERNATIONAL PRELIMINARY International application No. PCT/DKOO/0041 7 

EXAMINATION REPORT - SEPARATE SHEET 



Document D5 gives an indication that induction heating may be applied to the cartridge 
("inductively heated wet chamber"; col. 7, 1. 23-25). 

The person skilled in the art would know that, in this case the cartridge (fig. 1 (38, 
45) must contain an electrically conducting material, which can be assumed to be either 
in the form of a solid piece being placed on the inner side of said cartridge wall or in the 
form of one or more solid pieces or particles being incorporated in the wall of said 
cartridge. He would thus arrive at feature (i) without using inventive ingenuity. 

Placing the cartridge in an induction coil would be an obvious measure for a 
person skilled in the art wanting to apply induction heating to the cartridge. Therefore, 
feature (ii) is regarded as being an obvious measure. 

Claim 18 thus does not involve an inventive step as required by Article 33(3) and Rule 
65 PCT. 

The subject-matter of dependent claims 2-17, 19, 21-33 and 35 lacks an inventive 
step; Art. 33(3) PCT 

These dependent claims do not appear to contain any additional features which, in 
combination with the features of any claim to which they refer, meet the requirements of 
inventive step in the sense of Article 33(3) and Rule 65 PCT: 
Claims 2-4. 28 and 30: see e. g. D2, abstract, claims 1 , 5, 16. 19, 22 and fig. 1 , 

The remaining dependent claims seem to contain merely usual technical measures 
which a technical expert would apply without using inventive ability. 

Dependent claim 5 contains novel and inventive subject-matter; Art. 33(2, 3) PCT 
Technical Field : method of controlling the temperature of a specimen being placed on a 
microscope slide. 

Closest Prior Art : Document D5 discloses an assay method for specimens being placed 
on microscope slides, whereby the microslides are placed in a treatment chamber 
containing a liquid reagent. The temperature (cycle) of the treatment chamber can be 
controlled via infrared radiation or induction heating. 

Novelty : dependent claim 5 contains the following different feature with respect to all 
available prior art documents: a microscope slide cover plate comprising an electrically 
conducting material. 

Therefore, the subject-matter of dependent claim 5 is new; Article 33(2) PCT. 
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Technical Problem : the technical problem according to claim 5 can be seen in; 

how to find an alternative solution for inductively heating a specimen being placed 
on a microscope slide? 

Inventive Step : this technical problem has been solved by the above-mentioned 
difference over D5. 

A similar solution is only known from prior art document D4/D4*, which discloses 
magnetic induction heating applied to plate-like sample holders of a high permeability 
material. In D4/D4* a pair of such plate-like sample holders sandwiches a sheet-like 
sample in order to heat the sample. There is, however, no indication, neither in D4/D4* 
nor in any other of the available prior art documents to apply this induction heating 
method to a microslide by making use of a microslide cover plate comprising an 
electrically conducting material. 

Thus, dependent claim 5 involves an inventive step; Article 33(3) PCT. 

Re Item Vlli 

Certain obsen/ations on the international application 
Lack of conciseness; Article 6 PCT 

Independent method claims 1 and 18 comprise an undue repetition of wording resulting 
in a general lack of conciseness in the claims; Article 6 PCT and Rule 6.1a PCT. This 
makes it difficult to determine the matter for which protection is sought, thus placing an 
undue burden on others seeking to establish the extent of the protection. 

It is not appropriate in the present case that the application contain more than one 
independent claim in each category; PCT Guidelines III-5.1. 

Lack of clarity; Article 6 PCT 

The following embodiments of the invention do not fall within the scope of the claims 
(see also PCT-Guidelines III-4.3): 

Embodiments of page 22 concerning figures 3 and 4 : "metal piece 13 loosely placed 
onto the bottom of the wells": the microtiter plate of fig. 3 and the test tube of fig. 4, 
being interpreted as "solid support member", do not " comprise conducting material" as 
claimed in claim 20 ("comprise" is interpreted as "being at least partially 
composed/made of"). The embodiments of figures 3 and 4 are also not covered by 
claims 1 and 18 referring to a cartridge. 

This inconsistency between the claims and the description leads to doubt con- 
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cerning the matter for which protection is sought, thereby rendering the clainns unclear. 
Further, the following clarity objections are raised: 

Claim 1: "indirect contact"; vague. Preferably the definition given on page 7, lines 11-14 
should have been used. The feature "specimen in indirect contact with a solid support 
member" does not apply to the embodiment of figure 5. This inconsistency between the 
claims and the description leads to doubt concerning the matter for which protection is 
sought, thereby rendering the claims unclear (Article 6 PCT). 

Claim 1 : "specimen being fixed to carrier"; it remains unclear which type of specimen is 
meant (e. g. a liquid or a solid specimen). 

Claim 1 : "specimen being in liquid form"; this expression seems to be misleading and 
should preferably have been replaced by the definition given in lines 24-27 of page 6. 
Claims 1 and 20: "capture probe(s)"; vague. This expression should preferably have 
been specified according to lines 1 1-22 of page 6. 

Claim 1: is the material electricallv conducting (see orig. claims 23, 25 and 26)? 
Claim 20: "in combination with"; vague. 

Claim 20: the expression "carrier" is too broad with respect to figs 1 , 2 and 5, and 
seems thus not to be supported by the description: 

Claims 21-33: the expression "according to claim ..." should preferably have been 
displaced in order to be inserted after "A solid support member". 
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Patent Claims: 



1. A method of controlling the temperature of a 
biological specimen in indirect contact with a solid 

5 support member by using induction heating^ said specimen 
being fixed to a carrier or said specimen being in liquid 
form in contact with a carrier onto which capture probes 
for capturing said specimen are fixed, and said carrier 
being removably placed in, on, or under said support 

10 member, said solid support member is a cartridge for a 
carrier or a cover plate for a carrier and comprising a 
conducting material, said conducting material being in 
contact with a layer of heat conducting material, which 
heat conducting material is in contact with the specimen, 

15 and said method comprising a step of subjecting said 
solid support Jto an oscillating magnetic field. 

2. A method according to claim 1, wherein said solid 
support member is a cartridge comprising a chamber 

2 0 encompassed by a cartridge wall, said carrier carrying 
said specimen or said capture probes being placed in said 
chamber and said chamber being subjected to a magnetic 
field, said chamber comprising at least one access 
opening for introducing the carrier, and for passing a 

25 processing fluid into and out of the chamber 



3. A method according to claim 2 wherein said conducting 
material is preferably in the form of a solid piece of 
conducting material placed on the inner side of siaid 

30 cartridge wall, or in the form of one or more solid 
pieces or particles of conducting material incorporated 
in the wall of said cartridge. 

4. A method according to claim 2 or 3, wherein said 
35 carrier is a microscope slide, said cartridge comprising 

a chamber, and at least one access opening for 

28 
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introducing and withdrawing said slide, and at least one 
opening for passing a processing fluid into and out of 
the chamber, said microscope slide is placed in said 
chamber r and bears said or said capture probes. 

5 

5. A method according to claim 1, wherein said solid 
support member is a cover plate for a microscope slide, 
said cover plate comprising an electric conducting 
material, said specimen or said capture probes being 
10 fixed onto said microscope slide and placed between said 
cover plate and said slide when subjecting said solid 
support to an oscillating magnetic field, said slide 
preferably being a transparent plate. 

15 6. A method according to any one of the preceding claims, 
wherein the electrically conducting material is a metal, 
preferably a non magnetic metal or iron, more preferably 
a metal selected between carbon steel, stainless steel, 
brass, copper, aluminium, silver, gold, platinum, nickel, 

2 0 zinc, pewter or alloys thereof, 

7, A method according to any one of the preceding claims, 
wherein the conducting material is in the form of one or 
more plates, having a length, a width, and a thickness, 

25 said length and said width being at least 10 times the 
thic3cness . 

8. A method according to any one of the preceding claims 
1-6, wherein the electrically conducting material is in 

30 the form of powder incorporated in a polymer material, 
the amount of powder being sufficiently high to raise the 
temperature of the specimen when the solid support is 
subjected to the oscillating magnetic field. 
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9. A method according to claim 8^ wherein said specimen 
is in the form of a solid specimen, preferably a tissue 
section or a section of cell blocks. 



5 10. A method according to any one of the preceding 
claims, wherein said solid support comprises an amount of 
electrically conducting material sufficiently high to 
raise the temperature of the specimen when the solid 
support is subjected to the oscillating magnetic field. 

10 

11. A method according to any one of the. preceding 
claims, wherein said magnetic field is generated by use 
of an electromagnetic inductor comprising an induction 
coil and a power supply, and sending alternating current 

15 through said coil. 

12, A method according to claim 11, wherein said power 
supply is an AC power supply, the frequency range is 
between 1 Hz-500 kHz, preferably up to 215 kHz, more 

20 preferably between 50-100 HZ. 



13. A method according to claim 12, wherein power 
delivered through said coil is up to about 10 0 
preferably about 20 W. 

25 

14. A method according to any one of the preceding 
claims, comprising a step of heating the specimen to a 
temperature of between 25 and 110 ''c, preferably between 
30 and 95 °C, more preferably between 35 and 85 **C. 

30 

15. A method according to claim 14, wherein the specimen 
is heated and maintained at a constant temperature for a 
period of 1 minute and up to 1 week, preferably for up to 
1 hour . 

35 
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16 • A method according to claim 14, wherein the specimen 
is dried and/or fixed at elevated temperature, preferably 
a temperature above 30 **C- 



5 17, A method according to claim 14/ wherein the specimen 
is subjected to a reaction step at elevated temperature, 
preferably a temperature above 30 said reaction step 

comprises one or more of the steps capturing the 
specimen, baking the specimen, exposing the specimen to 
10 antigen retrieval, denaturating the specimen, 
hybridisating the specimen, devaxing the specimen and 
washing the specimen. 

18. A method of carrying out an automatic or semi- 
15 automatic assay of one or more specimens each fixed on a 
microscope slide, said method comprising the steps of 

i) placing the microscope slide in a cartridge 
comprising a chamber encompassed by a cartridge 

20 wall, said cartridge comprising an electrically 

conducting material in the form of a solid piece 
of conducting material placed on the inner side 
of said cartridge wall, or in the form of one or 
more solid pieces or particles of conducting 

25 material incorporated in the wall of said 

cartridge, 

ii> placing the cartridge in an induction coil and 
sending alternating current through said coil to 
generate a magnetic field. 

30 



19. A method according to claim 18 comprising an 
automatic or semi-automatic assay of two or more 
specimens, said method comprising the steps of 

35 
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iii) placing each microscope slide individually in a 
cartridge comprising a chamber encompassed by- a 
cartridge wall, said cartridge comprising an 
electrically conducting material in the form of a 
5 solid piece of conducting material placed on the 

inner side of said cartridge wall, or in the form 
of one or mors solid pieces or particles of 
conducting material incorporated in the wall of 
said cartridge, 

10 iv) placing each cartridge individually in an 

induction coil and sending alternating current 
through said coil to generate a magnetic field. 

20. A solid support member in combination with a carrier 
15 for a specimen or capturing probes for a specimen for 

testing or treating a specimen of ■ biological material, 
said support member preferably being at least partly of a 
glass material or a polymer material and said support 
member comprising an electrically conducting material on 
20 the surface turning against the side of the carrier 
carrying the specimen. 

21. A solid support member in combination with a carrier 
according to claim 20, said support member being at least 

25 partly of a polymer material selected, from synthetic and 
natural polymers such as, polystyrene, polyethylene, 
polyurethane, polyethylene teraphthlates, polyvinyl 
acetate, polyvinyl chloride, polyvinyl-pyrrolidone, 
polyacrylonitrile, polymethyl-methacrylate, 

30 polytetraf luoroethylene, polycarbonate, poly-4-roe-thyl- 
pentylene, polyester, polystyrene polypropylene, 
cellulose, nitro-cellulose, starch, polysaccharides, 
natural rubber, butyl rubber, styrene butadiene rvibber, 
silicone rubber and copolymers or mixtures thereof. 

35 
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22. A solid support member in coinbination with a carrier 
according to claim 21, wherein an electrically conducting 
material is incorporated into the polymer material of the 
support member. 

5 

23. A solid support member in combination with a carrier 
according to claim 22, wherein the electrically 
conducting material is in the form of powder incorporated 
in the polymer material, the amount of powder and the 

10 particle size of the powder being sufficiently high to 
provide the material with electrically conducting, 
properties. 

24. A solid support member in combination with a carrier 
15 according to any one of the "preceding claims 20-23, 

wherein the electrically conducting material is a metal 
preferably a non magnetic metal or iron, more preferably 
a metal selected between carbon steel, stainless steel, 
brass, copper, aluminium, silver, gold, platinum, nickel, 
20 zinc, pewter or alloys thereof. 

25. A solid support member in combination with a carrier 
according to any one of the preceding claims 20-22 and 
24, wherein the electrically conducting material is in 

2 5 the form of one or more plates, having a length a width 
and a thiclcness, said length and said width being at 
least 10 times the thickness. 

26. A solid support member in combination with a carrier 
30 according to any one of the preceding claims 20-25, 

wherein said solid support comprises between 10 and 
100.000 mg of an electrically conducting material. 

27. A solid support member in combination with a carrier 
35 according to any one of the preceding claims 20-26, 

33 



AMENDED SHEET 

Fmof .7Pit:nfi/in/'/fifn ihrnM 



" i~7n D mo 



uo- . u-^uw^ MAN 15:12 FAX ^ ZACCO COPENHAGEN ^'^^^"ll^^ * 



34 



wherein the support member is a cover plate for a 
microscope slide or a cartridge for a microscope slide. 

28* A solid support member in combination with a carrier 
5 according to claim 27, wherein said solid support member 
is a cartridge comprising a chamber, for receiving the 
carrier with the specimen or the probes for a specimen, 
and at least one access opening for introducing the 
carrier, aiid for passing a processing fluid into and out 

10 of the chamber, said conducting material preferably being 
in the form of a solid piece of conducting material 
placed on the inner side of said cartridge wall, or in 
the form of one or more solid pieces or particles of 
conducting material incorporated in the wall of said 

15 cartridge. 

29. A solid support member in combination with a- carrier 
according to claim 28, wherein said conducting material 
being in the form of a solid piece of electrically 
2 0 conducting material placed on the inner side of said 
cartridge wall and said cartridge wall comprises an 
opening allowing direct access to the solid piece of 
electrically conducting material. 

25 30. A solid support member in combination with a carrier 
according to claim 27, wherein said carrier is a 
microscope slide, said slide preferably being a least 
partly transparent. 

30 31- A solid support member in combination with a carrier 
and an electromagnetic inductor, said support member 
being a support member according to anyone of claims 20- 
30 and said electromagnetic inductor being able to 
generate a magnetic field. 

35 

34 



AMENDED SHEET 
c^^x : j.-no/in/onni ic-nn 



^1A^ Ih '.xZ FAi ZACCO COPENHAGEN Lyi\wwuw*T * 



32. A solid support member in combination with an 
inductor according to claim 31, wherein said inductor 
comprises an induction coil and a power supply, said 
coil, preferably being sufficiently large to surround the 

5 support member, and said power supply being able to 
sending alternating current through said coil. 

33. A support member in combination with an inductor 
according to claim 32, wherein said power supply is an AC 

10 power supply, the frequency range is between 1 Hz-500 
kHz, preferably up to 215 kHz, more preferably between 
50-100 HZ. 

34. Use of a support member in combination with an 
15 inductor according to any one of claims 31-33 for 

treatment of a biological specimen, preferably a 
vegetable or an animal specimen, more preferably a human 
specimen, even more preferably cellular specimens of 
bones, blood or muscles. 

20 

35. Use of a support member according to claim 34 for 
immunohistochemical procedures or in situ hybridisation. 

25 
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^ (54) Title: A METHOD OF CONTROLLING THE TEMPERATURE OF A SPECIMEN IN OR ON A SOLID SUPPORT MEM- 
^ BER 

o 

0\ (57) Abstract: The invention relates to a method of controlling the temperature of a specimen by using induction heating TTie 
specimen is either fixed to a carrier, or is in Uquid form in contact with a carrier with fixed capture probes. The carrier is removably 
^ placed in, on, or under a support member comprising a conducting material, and die method comprising a step of subjecting the soUd 
^ support to an osciUatuig magnetic field. The invention also relates to the solid support member in combination with a carrier and the 
^ use of iL The specimen is preferably a biological specimen and the carrier and support member are preferably a microscope slide 

Oand a cartridge, respectively. In a second aspect, the invention relates to a method of controlling the temperature of a specimen or a 
capture probe for a specimen fixed onto micro beads, said beads being sufficiently smaU to be flowable in a Uquid fiuid, preferably 
^ water or a specimen m Uquid form. The beads comprise electrically conducting material and are placed in a liquid, and the method 
mcludes the step of carrying the micro beads through an osciUating magnetic field for generating heat. 
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A method of controlling the temperature of a specimen in 
or on a solid support member 

The present invention relates to a method of controlling 
5 the temperature of a biological specimen during a testing 
step. The first aspect of the invention relates to a 
method wherein the specimen is fixed to a carrier such as 
a microscope slide or the specimen is in liquid form in 
contact with a carrier onto which capture probes for 

10 capturing the specimen are fixed. The carrier is placed 
in, on, or under a solid support member. The invention in 
its first aspect also relates to a solid support member, 
a solid support member in combination with a carrier, a 
solid support member in combination with an inductor and 

15 use of this solid support member. The second aspect of 
the invention relates to a method wherein the specimen is 
fixed to one or more metal containing beads or said 
specimen being in liquid form in contact with one or more 
metal containing beads onto which capture probes for 

20 capturing said specimen are fixed. The invention also 
relates to the beads and the use of the beads. 

Throughout the world, there is an increasing demand for 
examining or studying samples of different types, in 

25 particular biological samples such as tissue sections, cell 
smears, cytospins, sections of cell blocks, molds, fungi, 
bacilli, fine needle aspirates and solutions containing 
macromolecules such as proteins, deoxyribonucleic acids and 
ribonucleic acids. Such samples or specimens are usually 

30 examined by placing the specimen in or on a solid carrier 
and subjecting the specimens to a number of treatments, 
where after the sample is examined using a microscope or 
other analytical instruments or apparatus able to detect 
and/or quantify the presence of particular components, e.g. 

35 specific cells, cell types, or cell components, and/or 
particular compounds, e.g. specific macromolecules like 
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proteins, deoxyribonucleic acid and ribonucleic acid 
sequences/ polysaccharides, etc., in the samples. 

The solid supports or carrier generally used are microscope 
5 slides, microliter plates or any other type of cartridges 
or test tubes. Normally, the specimen or the capturing 
probes with or without the captured specimen should remain 
on or in the support during the treatment procedure, and 
consequently it is important that the solid support is 

10 shaped depending on the type of treatment necessary for a 
specific test. Many assays involve a sequence of reaction 
steps, which should be carried out under thermostatic 
conditions, and/or reaction steps involving adding a 
reagent, allowing it to react for a persecuted time, and 

15 drying of the specimen. In other situations an assay may 
involve a direct step of heat treatment. 

Temperature regulations or control systems for cartridge or 
other solid supports are generally known in the art. In 
20 most of the systems the temperature is regulated using hot 
air, warm water or heat conducting elements being brought 
into contact with the support member. 

WO 92/01919 relates to an apparatus for automatic tissue 
25 staining for immunohistochemistry, said apparatus 
comprising a carousel carrying a niomber of microscope 
slides, each bearing a sample. The carousel is adapted to 
be heated, preferably from beneath, utilising hot air or 
warm water. 

30 

WO 97/03827 relates to an automated slide staining system 
for cytology or histology specimens, said system comprising 
a heating station provided by a convector, conducting heat 
to the slides. US Patent No. 5,232,667 describes a 
35 temperature control system using conductive heater means 
for heating samples in cartridges. 
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The above described temperature systems are generally very 
slow, meaning that it requires a relative long time to heat 
the specimens. Also the fact that all of the sample holders 
5 should be contacted with the conductive heater, the water 
or the hot air makes the systems very cumbersome. 
Furthermore, heating with air or water requires large space 
and increases the risk of contaminating the specimen with 
dirt or unwanted microorganisms • 

10 

WO 94/23326 relates to a microscope slide holder used for 
uniform processing of the slides. In this patent 
publication/ it is suggested that the heating step is 
carried out in a suitable oven. This , method also requires 

15 large space, and since the heat treatment often is carried 
out several times during an assay, this method is not 
suitable in most assays . Heating an oven also requires a 
lot of energy, which is both expensive and iinnecessary if 
only a few samples should be subjected to the change the 

20 temperature of the specimen. 

It has also been suggested to control the temperature of 
specimens in or on a solid support by using infrared 
radiation or microwave. 

25 

US patent No. 5,023,187 relates to a device for accelerated 
treatment of thin tissue specimens on microscope slides. 
The microscope slides are placed in a slide holder, and 
energy is supplied to the surface of the slides in the form 
30 of infrared radiation. 

US patent No. 5,244,787 relates to a method for retrieval 
of antigens from formalin-fixes, paraffin-embedded tissues 
and their subsequent staining by immunohistochemical 
35 techniques comprising a step of immersing the tissue 
sections in water and heating the water using microwave. 
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Working with infrared radiation and microwave requires 
special equipment, since exposing to infrared radiation and 
microwaves is injurious to health, and consequently, 
5 infrared radiation and microwave treatment should be 
avoided, if possible. 

DE 198 28 873 discloses an ELISA test. The test includes a 
substrate in the form of a cylinder coated on its inner 

10 surface with a binding agent e.g. a binder for an antigen. 
The cylinder may be of a metal which can be heated by use 
of induction heat for controlling the temperature during 
the analysis, and which can be moved using a magnet for use 
in automatics analysis equipment. The cylinder may be 

15 placed in a well of a microtiter plate, and filled with 
liquid comprising e.g. an antigen. 

In the art of carrying out quantitative tests of biological 
specimens it is generally preferred to fix the specimen or 

20 capture probes for the specimen onto a carrier e.g. a latex 
particle or a micro slide. Usually a practitioner carries 
out a niomber of different test of a biological specimen in 
order to get sufficient information about the patient from 
which the biological specimen has been taken for the doctor 

25 to make a diagnose. Some of the tests include one or more 
steps where heating or heat control of the specimen is 
necessary, other tests do not require heat control. 
Generally, it is a requirement from the practitioner that 
the specimens can be fixed on the same type of carrier 

30 irrespectively of the test to be carried out. Thus, it is 
not acceptable that the specimens or the capture probes for 
tests requiring heat control should be fixed on a metal 
carrier and other specimens or capture probes for tests 
without heat control should be fixed on e.g. glass slides, 

35 on the inner surface of a well or on latex beads. 
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The object of the present invention is to provide a method 
of controlling the temperature of a specimen, in particular 
a biological specim.en, which method does not suffer from 
the drawbacks mentioned above. 

5 

A further object is to provide a method of controlling the 
temperature of a biological specimen fixed to a carrier or 
a specimen captured or about to be captures by capture 
probes which are fixed to a carrier such as a micro slide 
10 or latex beads or a well, which method provides a fast 
regulation of heat, is simple and precise, and also, at the 
same time is not hazardous to health. 

Yet a further object is to provide equipment for carrying 
15 out such methods. 

This and other objects are provided by the methods defined 
in the claims . 

20 According to the method of the first aspect of the 
invention, the specimen to be subjected to a heat control 
or heat treatment is fixed to a carrier, or the specimen is 
in liquid form in contact with a carrier onto which capture 
probes for capturing said specimen are fixed, which carrier 

25 is removably placed in, on, or under a solid support 
member. The solid support member comprising a conducting 
material in that it is either totally or partially 
prepared from an electrically conducting material or the 
solid support member is equipped with an electrically 

30 conducting material by bringing one or more pieces of 
electrically conducting material into physical contact 
with the solid support member during the heat treatment 
step. The thickness of the electrically conducting 
material should preferably be sufficiently large to make 

35 it possible to generate a heat of 35 ^'C, more preferably 
50 *^C, even more preferably 100 and in certain 
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situations even 110 ®C in the electrically conducting 
material itself. 

In principle any method of fixing a specimen or capture 
5 probes to a carrier may be used. The specimen may e.g. be 
fixed to the carrier by use of formalin, heat, ethanol or 
it may be chemically immobilized. The capture probe may 
preferably be fixed to the carrier by chemically 
immobilizing . 

10 

The capture probes may be any kind of capture probes, 
witch are able to capture the specimen. The capture 
probes may preferably be selected from the group 
consisting of antibodies, DNA, PNA and streptapidin. By 

15 the terms capture probes, witch are able to capture the 
specimen" and capture probes for capturing said 
specimen" are meant capture probes which is able to bind 
to the specimen or a part of the specimen. Such capturing 
probes normally are able to selectively recognize 

20 specific areas or markers of the specimen and bind to 
these, whereby the specimen or parts of the specimen will 
be captured. 

By the term ^a specimen in liquid form'' is meant any 
25 liquid material comprising a specimen in solution, in 
dispersed or suspended form. A specimen in licjuid form 
may e.g. be a cell suspension or a lysat. 

The larger the surface area of the electrically 
30 conducting material is, the larger is the transfer of 
heat to the specimen. The surface area of the 
electrically conducting material should therefore 
preferably be at least 0,5 cm^, more preferably at least 
3 cm^ - 
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The electrically conducting material may, as indicated, 
be in direct contact with the specimen on the carrier. 
However, in most situations, it is preferred that the 
electrically conducting material and the specimen are not 
5 in physical contact. When the specimen are in liquid form 
and about to be captured by capture probes fixed to the 
carrier some of the area of the specimen may be in direct 
contact with the electrically conducting material whereas 
other areas is in indirect contact with the electrically 

10 conducting material. It is preferred that the 
electrically conducting material is in indirect contact 
with most or all of the specimen which means that a layer 
of heat conducting material is placed between the 
electrically conducting material and the specimen or the 

15 capture probes on the carrier, so that the electrically 
conducting material is in contact with the layer of heat 
conducting material e.g. the liquid with the sample or a 
reaction liquid, which heat conducting material is in 
direct contact with the capture probes or the specimen. 

20 The distance between the electrically conducting material 
and the capture probe or the specimen should, however, be 
sufficiently short to allow a fast heating of the 
specimen e.g. the specimen captured or about to be 
captured by the capture probes. The more heat conducting 

25 material there is between the electrically conducting 
material and the specimen/capturing probes, the longer it 
takes for the generated heat to be transmitted to the 
specimen. 

30 It is preferred that the heat conducting material is 
either constituted by the carrier or a liquid, such as a 
treatment liquid e.g. an analyte or a cleaning liquid 
e.g. water, applied onto the specimen, or a specimen in 
liquid form on the carrier. 
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The solid support member is subjected to an oscillating 
magnetic field, whereby the electrically conducting 
material generates heat, which heat is transmitted to the 
specimen. The distance between the specimen or the 
5 capture probes before or after having captured the 
specimen, and the electrically conducting material is 
preferably between 5 nm and 1 cm, more preferably 10 nm 
and 1 mm, and even more preferably between 1 and 300 nm. 
The distancing material is constituted by a heat- 
10 conducting material which is defined as a substantially 
solid or liquid material. The distancing, heat-conducting 
material may be constituted by a wall of the solid 
support, or more preferably by the carrier or a treatment 
liquid for the specimen or the specimen in liquid form. 

15 

A temperature sensor may preferably be placed near to or 
in contact with the specimen to register the temperature. 
The temperature sensor may e.g. be placed in direct 
contact with the electrically conducting material. In a 

20 preferred embodiment an IR temperature sensor is placed 
sufficiently close to the electrically conducting 
material to measure the temperature of the electrically 
conducting material. In this preferred embodiment it is 
even more preferred that the IR temperature sensor is 

25 placed sufficiently close to a non-covered area of the 
electrically conducting material to measure the 
temperature of this area of the electrically conducting 
material. By '^non-covered area" means that this area is 
not covered with a liquid or a solid mass. The 

30 temperature sensor may be a part of a regulation system 
regulating the oscillating magnetic field in relation to 
a wanted temperature of the specimen and the obtained 
temperature- Such regulation systems are in general known 
to a skilled person. 



35 
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In a preferred embodiment of the present invention the 
temperature of the conducting material is registered by 
the inductor, e.g. in the form of an induction coil. By 
registration of the feed back from the heat induction of 
5 the conducting material placed in the oscillating 
magnetic field, the temperature of the electrically 
conducting material and thereby the temperature of the 
specimen placed closed thereto, e.g. in direct contact 
with the conducting material, can be calculated, and the 

10 oscillating magnetic field may be regulated depending on 
the calculated temperature and the wanted temperature of 
the specimen. In other words, in this embodiment the 
inductor has two functions, viz. to generate an 
oscillating magnetic field, and to measure the feed back 

15 from the heat induction of the conducting material, 
whereby a regulating device can determine the temperature 
and regulate the field strength of the oscillating 
magnetic field. The method of calculating the temperature 
of a electrically conducting material in an oscillating 

20 magnetic field by use of the feed back from the heat 
induction of the conducting material is known to a 
skilled person. 

During the heat treatment step the carrier is placed in, 
25 on or under the solid support. This means that the 
carrier is placed in such relation to the solid support 
that the heat generated in the electrically conducting 
material of the solid support , can be transferred to the 
specimen fixed on the carrier or the capture probes with 
30 or without captured specimen. 

The solid support member may in principle be of any type, 
such as a microtiter plate, a cartridge, a cartridge for 
a microscope slide, a test tube, a probe, a membrane, or 
35 a filter. 
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The carrier may preferably be adapted for carrying small 
samples e.g. solid specimen having a size less than 3 
cm^, preferably less than 0.1 cm^, immobilized specimen 
immobilized onto an area of less than 5 cm^, preferably 
5 less than 2 cm^, or capture probes spread over an area of 
less than 5 cm^. The carrier may preferably be a 
microscope slide, a particle, a bead or a probe. 

The specimen is fixed to the carrier during the heat 
10 treatment step, or the capture probes is fixed to the 
carrier during the heat treatment step. In the latter 
case the specimen or parts of the specimen may be 
captured by the capture probe before or during the heat 
treatment step, which means that the. specimen comes into 
15 close contact with the carrier. 

Solid support members as well as carriers of the above 
type, but without electrically conducting materials, are 
well known in the art. The type of solid support member 
20 and carrier is selected depending of the type of specimen 
and on the type of heat control and treatment to which 
the specimen should be subjected. 

Solid support members as described in the prior art 
25 publications US patent No. 5,068,091, US patent No. 

5,338,358, WO publication 94/18539, WO application No. 

PCT/DK98/00580, WO publication No. 92/01919, WO 

publication No. 97/03827, US Patent No. 5,232,667, US 

patent No. 5, 244,787, US patent No. 5,023, 187 are in 
30 general useful in the present method, when these support 

members are modified by equipping the support member with 

an electrically conducting material. 

When the specimen is a solid specimen, an immobilized 
35 specimen or a specimen in liquid form, and the carrier is 
a particle, a bead or a probe, the solid support member 
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may preferably be a microtiter plate, a test tube or a 
similar member comprising a well. 

Any type of test tube or any type of microtiter plate 
5 comprising at least one or two wells may be used. 

A well in a test tube or a microtiter plate may have any 
shape. Normally, a well is shaped as a hollow well formed 
by a circumferential wall having a concave or plane 

10 bottom. The well of the test tube or one of the wells of 
the microtiter plate comprises a conducting materiel. The 
conducting material may be in the form of a solid piece 
of electrically conducting material placed in the well or 
in the form of one or more solid pieces or particles of 

15 conducting material incorporated in the wall or the 
bottom of the well. The electrically conducting material 
may also be loosely placed in the well, e.g. in the form 
of bead shaped pieces including electrically conducting 
material . 

20 

If the solid support member is a microtiter plate, the 
microtiter plate should preferably comprise at least 5 
wells and preferably at least 10 wells. All or at least a 
number of the wells, e.g. every second or third of the 

25 wells, may preferably be equipped with electrically 
conducting materials. The amount and type of electrically 
conducting materials in each well, or incorporated in the 
wall or the bottom of each well may vary from each other. 
These embodiments are particularly preferred when pieces 

30 of electrically conducting material are loosely placed in 
the wells. By using different pieces of electrically 
conducting material i.e. pieces of electrically 
conducting material having different surface areas, the 
temperature obtained in each well may vary, when 

35 subjecting the microtiter plate to an oscillating 
magnetic field. 
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When the solid support member is a test tube, it is most 
preferred that the electrically conducting material is 
fixed on the inner side of the wall or loosely placed in 
5 the well in form of beads, powder, disk or sticks- 

When the specimen is in a solid, semi-solid or high- 
viscous liquid form, or in the form of a cell suspension, 
and the carrier is a microscope slide or a similar plate, 
10 the solid support member may preferably be a cartridge or 
a cover plate for the microscope slide. 

A useful cartridge may comprise at least one chamber 
encompassed by a cartridge wall, and one or more pieces 

15 of electrically conducting materials. In the heat control 
step, the microscope slide with the specimen is placed in 
the chamber, and the cartridge is subjected to an 
oscillating magnetic field. The chamber should preferably 
comprise at least one access opening for introducing the 

2 0 microscope slide, and for passing a processing fluid into 
and out of the chamber for treating the specimen. The 
conducting material may e.g. be in the form of a solid 
piece of conducting material placed on the inner side of 
the cartridge wall, or in the form of one or more solid 

25 pieces or particles of conducting material incorporated 
in the wall of said cartridge. 

A useful cartridge may e.g. be selected among the 
cartridges described in US patent No. 5,068,091, US 

30 patent No. 5, 338, 358, WO 94/18539 or WO application No. 
PCT/DK98/00580 modified by incorporating an electrically 
conducting material. These cartridges are all adapted to 
be used in combination with either one or several 
microscope slides, on which slide or slides the specimen 

35 or specimens are placed. The slide or slides are inserted 
into the cartridge. 
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As indicated above, it is preferred that the solid 
support member is a cartridge and that it is used in 
combination with at least one microscope slide, and more 
5 preferred a cartridge in combination with one microscope 
slide as the carrier. The cartridge comprises preferably 
a chamber for each slide which it is adapted to be 
combined with, and at least one access opening for 
introducing and withdrawing each of these slides. 
10 Furthermore, the cartridge comprises at least one opening 
for passing a processing fluid into and out of the 
chamber or chambers . 

The electrically conducting material may be placed on, or 
15 incorporated into the cartridge. The electrically 
conducting material may e.g. be in the form of a solid 
piece of conducting material placed on the inner side of 
the cartridge wall or more solid pieces or particles of 
conducting material incorporated in the wall of the 
20 cartridge. 

A particularly preferred cartridge in combination with 
one or more microscope slides as carrier is a cartridge 
in combination with a microscope slide, where the 

25 cartridge comprises a housing having a cavity therein and 
an aperture providing access for the introduction of the 
microscope slide into the cavity, so as to divide it in two 
compartments when the microscope slide is inserted therein. 
One of the compartments (called the first one) is defined 

30 by the sample bearing surface of the slide, an inner 
surface of the cavity and spacing means there between of 
such size, form and configuration that the dimension of the 
first compartment perpendicular to the sample bearing 
surface of the support member and the inner surface of the 

35 cavity is of capillary dimensions. The other compartment 
(called the second compartment) is defined by opposite 
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surface (s) to the sample bearing surface of the slide and 
the remaining inner surface (s) of the cavity- The cavity is 
provided with elastical means engaging said support member 
and biasing the sample bearing surface of the support 
5 member against said spacing means in the first compartment - 
This cartridge is described in further details in WO 
application No. PCT/DK98/00580 . This cartridge is further 
equipped with electrically conducting material e.g. in 
the form of a solid piece of conducting material placed 

10 on the inner side of the cartridge wall or more solid 
pieces or particles of conducting material incorporated 
in the wall of the cartridge. Most preferably the 
electrically conducting material is in the form of a 
solid piece of conducting material placed on the inner 

15 side of the cartridge wall of the first compartment. This 
first compartment cartridge wall comprises an opening 
allowing direct contact to the solid piece of conducting 
material for measuring the temperature of this material. 

20 In another embodiment, the solid support member is 
constituted by a cover plate for a microscope slide. 

When the solid support member is constituted by a cover 
plate for a microscope slide, the electrically conducting 

25 material may be placed on or incorporated into the cover 
plate. The slide may be a simple slide of glass, polymer 
or other electrically non-conducting materials. The cover 
plate may in principle have any shape e.g. a shape as a 
microscope slide which further comprises the electrically 

30 conducting material. Such sets of slides, but without 
electrically conducting materials, are described in US 
4,731, 335, and the sets of slides in modified form 
(equipped with electrically conducting materials) as well 
as the slide holder may be used in the method of the 

35 present invention. 
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Alternatively, the cover plate may have any other shape 
provided that it comprises a surface adapted to cover a 
specimen on the surface of a carrier e.g. in the form of 
a microscope slide. A useful combination of a microscope 
5 slide and a cover plate which naturally should be 
modified (equipped with electrically conducting 
materials) is e.g. described in WO 96/21142. 

In all the above embodiments, including a microscope 
10 slide as carrier, it is preferred that the slide is a 
transparent slide, at least on the central part of the 
slide. Ordinary microscope slides of glass may preferably 
be used. 

15 The electrically conducting material may be any type of 
material which is able to generate heat when subjected to 
an oscillating magnetic field. Preferred electrically 
conducting materials are non magnetic metals, more 
preferably a metal selected among iron, carbon steel, 

20 stainless steel, brass, copper, aluminium, silver, gold, 
platinum, nickel, zinc, pewter or alloys thereof. The 
electrically conducting material may preferably be in the 
form of a plate element e.g. a disk which is composed of 
two layers, a first layer of a highly inductive material 

25 e.g. iron, carbon steel or stainless steel, and a second 
layer of a highly heat conducting material e.g. copper, 
or silver. The layer of a highly heat conducting material 
should preferably be turned against the carrier. In a 
preferred embodiment the electrically conducting material 

30 is in the form of a plate element composed of two layers, 
a first layer of iron and a second layer of silver, 
wherein the layer of iron is relatively thick compared to 
the layer of silver e.g. 3-10 times thicker. 

35 The electrically conducting material should preferably 
have a large surface, relative to the amount of 
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electrically conducting material in order to provide a 
fast heat regulation, including allowing a fast cooling 
of the specimen. When the electrically conducting 
material is in the form of one or more pieces, this or 
5 these one or more pieces may be in the form of one or 
more plates, having a length, a width and a thickness 
wherein the length and the width, respectively, are at 
least 10 times the thickness. 

10 The amount of electrically conducting material in a solid 
support depends on the type and size of the support as 
well as the type and size of specimen (s) and the choice 
of electrically conducting materials. In most situations, 
the solid support member preferably comprises between 10 

15 and 100.000 mg of a conducting material. A skilled person 
may determine the optimal amount by carrying out a few 
tests . 

When the electrically conducting material is in the form 
20 of powder incorporated into the material constituting the 
whole or a part of the solid support member, this 
material wherein the powder is incorporated, is 
preferably a polymer material e.g. as mentioned later on. 

25 The amount of electrically conducting material should be 
sufficiently high to raise the temperature of the 
specimen when the solid support is subjected to the 
oscillating magnetic field. 

30 Generally the carrier is preferably at least partly of a 
glass material or a polymer material. At least a part of 
the glass material or the polymer material in direct 
contact with the specimen is preferably transparent in 
order to make the specimen easily visible. The solid 

35 support member may preferably be partly of a glass 
material or a polymer material. 
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If the carrier is at least partly of a polymer material, 
this polymer material may in general be of any type of 
polymer that does not result in an unwanted interference 
5 with the specimen. The polymer material for the support 
member and the carrier may preferably be selected from 
synthetic and natural polymers such as polystyrene, 
polyethylene , polyurethane, polyethylene teraphthlates , 
polyvinylacetate, polyvinyl-chloride, polyvinyl- 

10 pyrrol idone, polyacrylonitrile, polymethyl-methacrylate, 
polytetraf luoro-ethylene, polycarbonate, poly- 4 -methyl- 
pentylene, polyester, poly-styrene polypropylene, 
cellulose, nitro-cellulose, starch, polysaccharides, 
natural rubber, butyl rubber, styrene butadiene rubber, 

15 silicone rubber and copolymers or mixtures thereof. 

It is preferred that the magnetic field is generated by 
use of an electromagnetic inductor comprising an 
induction coil in the form of a wire wound into a coil 

20 with one or more windings, and a power supply sending 
alternating current through the coil. Such 
elecrromagnetic inductors are generally known to a 
skilled person. The electromagnetic inductor may have any 
shape, provided that it is able to generate an 

25 oscillating magnetic field, and that the solid support 
member can be placed in this oscillating magnetic field. 
The electromagnetic inductor should preferably be able to 
create a substantially homogenous field or a size which 
is at least sufficiently large to cover all of the 

30 electrically conducting material in a carrier. The size 
of the field generally depends on the shape of the 
inductor. The inductor may comprise a movable shelf 
surrounded by the coil, and on which shelf the solid 
support member or members may be placed. The movable 

35 shelf in the oscillating magnetic field may, when it is 
moved during the induction heating step, result in a more 
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evenly distribution of the heat effect of the specimen (s) 
in the solid support member (s) placed on the shelf. 

The power supply may be an A.C. power supply, the 
5 frequency range is between 50 Hz-500 kHz e.g. 133 - 215 
kHz, preferably up to 200 kHz, and the power delivered 
through said coil is up to about 100 W, preferably 
between 5 and 75 W, e.g. about 15 or 20, more preferably 
between 25 and 50 W. If many specimens are to be heat 
10 controlled at the same time, the power delivered through 
said coil may be higher, e.g. up to about 1000 W. 

In the method according zo the invention, it is preferred 
that the specimen is a biological specimen. However, the 
15 method may in general be used for any type of biological, 
chemical and physical tests on organic and inorganic 
materials, preferably on organic materials. 

The method is particularly useful for testing or treating 
20 vegetable or animal specimens, preferably human specimens 
e.g. cellular specimens of skin, bones, blood or muscles.. 

Any type of test procedures including a heat control step 
may be carried out using the claimed method. Examples of 

25 test procedures are described. Solid support members as 
described in the prior art publications US patent No. 
5,068,091, US patent No. 5,338,358, WO publication 
94/18539, WO application No. PCT/DK98/00580, WO 
publication No. 92/01919, WO publication No. 97/03827, US 

30 patent No. 5,232, 667, US patent No. 5, 244,787 and US 
patent No, 5,023,187 may be used. Preferred procedures are 
immunohistochemical or/and in situ hybridisation*; 

In the method according to the invention, the step of 
35 heat control includes heating the specimen to a 
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temperature of between 25 and 110 **C, preferably between 
30 and 95 "^C, more preferably between 35 and 85 **C. 

In another preferred embodiment, the specimen is heated 
5 and maintained at a constant temperature for a period of 
1 minute and up to 1 week, preferably for up to 1 hour. 
The specimen may e-g. be incubated at 35 "^C for 24 hours 
using this method. 

10 The step of a procedure including heat control may also 
be drying, and/or fixing of the specimen at an elevated 
temperature (e.g. a temperature above 30 °C) or 
subjecting the specimen to a reaction step at an elevated 
temperature (e.g. a temperature .above 30 "^C) . The 

15 reaction step may e.g. comprise capturing a specimen, 
baking the specimen (e.g. fixing of tissue onto a slide), 
exposing the specimen to antigen retrieval, denaturating 
the specimen, hybridi sating the specimen, dewaxing 
(deparaf inating) the specimen and washing the specimen. 

20 

The method according to the invention in its first aspect 
provides a fast and precise heat regulation of a specimen 
on a carrier with a very low risk of overheating the 
specimen, and furthermore the practitioner does not need 
25 knowing if the specimen should be subjected to a heating 
step or not prior to fixing the specimen onto the 
carrier. Thereby the method can be used in a very 
flexible manner and is easy to incorporate into normally 
used procedures. 

30 

The present invention in its first aspect also relates to 
the solid support member as well as the use of said solid 
support member as described in further details above. 

35 The invention in its second aspect relates to a method 
for controlling the temperature of a specimen or a 
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capture probe for a specimen with or without captured 
specimen fixed or immobilized onto one or more micro 
beads. The beads should have a size sufficiently small to 
be flowable in a liquid fluid, preferably water. 
5 Preferably, the beads should have an average size of 
between 1-1.000.000 nm, preferably 1000 to 100.000 nm, 
more preferably 25-10,000 nm. 

The bead or beads may be partly or totally of an 
10 electrically conducting material. Preferably, the beads 
comprise a core of metal and a polymeric cover, wherein 
the core preferably may constitute 50 to 98 voliame-% of 
the beads. The electrically conducting material may be as 
described above in the first aspect of the invention. 

15 

The specimen may be any type of specimen which can be 
fixed or immobilized onto the bead. Methods of fixing or 
immobilizing such specimen are well-known in the art. 

20 The test including the heating step may be as described 
above for the first aspect of the invention. 

The bead or beads are placed in a liquid e.g. a treatment 
liquid, and the method includes the step of carrying the 
25 one or more micro beads through an oscillating magnetic 
field for generating heat by use of a flow stream in the 
liquid. The oscillating field may be generated as 
described above for the first aspect of the invention. 

30 Assays on beads in a flow system are generally known in 
the art. In a preferred method lyzed specimen is mixed 
with a mixture of a detection probe and the metal 
containing bead pre-coated with a specific capture probe 
or the lyzed specimen is mixed with a metal containing 

35 bead pre-coated with a specific molecular beacon. The 
specific probes can be selected by a person skilled in 
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the art using normal and well-known procedures. The 
complete mixture is then carried through a flow system 
e.g. a flow cytometer, which contains an induction coil 
surrounding or close to the flow path, and located just 
5 prior to the detection system of the flow system. The 
beads are located inside the oscillating magnetic field 
generated by the induction coil for a sufficient time to 
heat the beads. The heat is used to insure that only 
specific capture is detected in the flow cell. 

10 

When the specimen has been treated with a liquid/ the 
liquid may be separated from the beads carrying the 
specimen by capturing the beads with a magnet. 

15 Fig. 1 shows a cartridge with a microscope slide in 
cross- sect ion. 

Fig. 2 shows a cartridge similar to the cartridge of fig. 
1. 

20 

Fig. 3 shows a microtiter plate 11 in a perspective view. 

Fig. 4 shows a test tube seen in cross-section. 

25 Fig. 5 shows a microscope slide in combination with a 
cover plate in cross-section. 

Fig. 1 shows a cartridge 1 with a traditional microscope 
glass slide 2 in cross-section. A specimen in the form of 

30 a tissue section 3 is fixed to the upper surface of the 
slide 2. The cartridge comprises a cavity, wherein the 
slide is introduced through access opening A. The cavity 
is divided into a first and a second compartment 6,1. An 
elastically protruding flange 4 is placed in the bottom 

35 of the cartridge cavity in the second compartment. A 
metal membrane 5, preferably composed of carbon steel/ is 
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fixed in the upper sealing of the cavity. The upper wall 
of the cartridge has an opening la allowing direct access 
to the metal membrane for measuring the temperature of 
the metal- In use, a treatment liquid is introduced into 
5 the first compartment and the cartridge is introduced 
into an induction coil 8. When an oscillating magnetic 
field is created, the metal film will generate heat and 
the heat will be directly conducted to the specimen. 

10 Fig. 2 shows a cartridge similar to the cartridge of fig 
1. Above the cartridge 1 is placed an induction coil 9. 
When the first compartment is filled with treatment 
liquid and an oscillating magnetic field is created, the 
metal film will generate heat and the heat will be 

15 directly conducted to the specimen. 

Fig. 3 shows a microtiter plate 11 in a perspective view. 
Only a number of the wells 12, 12' are shown. Some of the 
wells 12' of the microtiter plate comprise a metal piece 

20 13 loosely placed onto the bottom of the wells. The 
substrate comprising the specimen may be an area of the 
walls of the wells or the substrate may be in the form of 
particles or beads, which are placed in the wells 12' 
together with a treatment liquid prior to the heat 

25 treatment step. Below the microtiter plate 11 is placed 
an induction coil 14. When the microtiter plate 11 is 
subjected to an oscillating magnetic field, heat is 
generated in the metal 13, and the specimen is heated to 
a preselected temperature. 

30 

Fig, 4 shows a test tube 22 seen in cross-section. The 
test tube has one well 28 comprising a not shown reaction 
medium e,g. comprising a cell suspension. A probe 21 
comprising an electrically conducting material is 
35 inserted into the reaction medium. Capture probes are 
fixed to not shown beads which are also applied into the 
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reaction medium. An electromagnetic induction coil 25 
surrounds the test tube. When an oscillating magnetic 
field is created, the electrically conducting metal 
generates heat and the heat will be directly conducted to 
5 the capture probe whereby influencing the reaction 
between the capture probes and the cells. 

Fig. 5 shows a microscope slide 32a in combination with a 
cover plate 32b. The microscope slide is an ordinary 

10 glass slide or a similar electrically non-conducting 
slide carrying a specimen 33 on its upper surface. The 
cover plate is prepared from a similar slide, and 
comprises further a layer 35 of an electrically 
conducting metal on it surface turning against the first 

15 slide. The microscope slide and the cover plates are 
sandwiched with the specimen in between. An 
electromagnetic induction coil 38 is placed sufficiently 
close to the cover plates to be able to provide an 
oscillating magnetic field in the cover plate, which 

20 plate there generates heat, and the specimen is heated to 
a pre-selected temperature. 

EXAMPLES 
25 EXAMPLE 1 

A cartridge with a microscope slide as shown in fig. 1 
containing a carbon-steel membrane with a thickness of 
0.05 mm as described above in fig. 1 was filled with 500 

30 ]xl water in the first compartment of the cartridge. The 
cartridge was placed on an induction coil capable of 
delivering a maximum of 600 W. Since the cartridge 
covered only 1/20 of the coil, the energy delivered to 
the cartridge is expected to be below 30 W. The initial 

35 temperature of the water sample in the cartridge was 
measured to 22 °C using a temperature sensor placed in the 
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first compartment of the cartridge. The induction 
generator was turned on and the temperature followed. 
After 60 seconds, the temperature reached 72°C. 

5 EXAMPLE 2 

A cartridge as shown in fig. 1 with a 0.25 mm thick 
carbon-steel membrane was inserted into a surrounding 
induction coil (60 W) . The first compartment of the 
10 cartridge was filled with 200 |il water. The water was 
heated with the induction coil to 80^C in 20 sec and kept 
at this temperature using a temperature feedback device 
for 5 min. The heating was then discontinued, and the 
sample allowed cooling to room temperature. 

15 

EXAMPLE 3 

A cartridge as shown in fig. 1 with a 0.25 mm thick 
carbon-steel membrane was inserted into a surrounding 

20 induction coil (20 W) , The first compartment of the 
cartridge was filled with 200 nl water. The temperature 
of the water was followed by a sensor placed in the first 
compartment, and the temperature of the metal membrane 
was measured by an IR temperature sensor placed near the 

25 membrane above the opening la in the upper wall of the 
cartridge. The membrane was heated to 50 °C using the 
induction coil. After about 38 seconds the temperature of 
the metal plate was reached and this temperature of the 
membrane was held constant for 600 seconds using feedback 

30 control. The temperature of the water reached a 
temperature of about 4 8 "^C after 80 seconds and this 
temperature was kept constant until the oscillating 
magnetic field was turned off. 
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EXAMPLE 4 

A traditional microscope slide with a specimen in the 
form of a fixed metaphase spread of human blood cell was 
5 first manually pre-treated with a proteolytic enzyme for 
10 minutes and then the specimen was dehydrated with cold 
ethanol for 6 minutes. The slide was inserted into a 
cartridge as shown in fig. 1. The metal membrane of the 
cartridge had a thickness of 0.25 mm and a width and 

10 length of about 2x3 cm. 200 |il probe mixture from the 
DAKO Telomere PNA FISH KIT (product No. K 532 6) was added 
into the first compartment of the cartridge. The 
cartridge with the slide was inserted into an induction 
coil (20 W) equipped with a temperature control unit 

15 comprising an IR temperature sensor placed near the 
membrane above an opening in the upper wall of the 

cartridge. The membrane was heated to 80 '^C within 150 
seconds and was kept at this temperature for 3 minutes. 
The induction coil was turned off and the specimen was 

20 allowed cooling to room temperature for about 30 minutes - 
The remaining probe mixture was removed from the first 
compartment and the slide was washed at room temperature. 
Stringent wash was carried out using 3 times 200 |ul wash 
buffer which in each wash was heated to 55 for 5 

25 minutes by turning on the induction coil. Finally the 
slide was removed from the cartridge and dehydrated using 
cold ethanol. The dried specimen was mounted in antifade 
with DAPI according to the DAKO Telomere PNA FISH KIT. No 
sign of local overheating of the specimen could be 

30 observed. The result was equivalent to the fully manual 
procedure . 
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EXAMPLE 5 

Specimen was immobilized onto latex beads and added to 
each well of a microtiter plate together with water as 
5 shown in fig. 3. The water was heated to SS^'C for 10 min 
by induction heat and controlled by a temperature control 
device. No sign of local overheating of the specimen was 
observed. 

10 EXAMPLE 6 

Beads with a metal core of 1 lom and a latex coating 
containing a capture probe was placed in a tube and 
incubated with a mixture of a complementary 

15 oligonucleotide labelled with FITC and a mismached 
oligonucleotide labelled with rhodamine. The beads were 
heated by applying an inductive field. Then the beads 
were fixed in the tube using an electro magnet, and the 
remaining components were poured out and washing buffer 

20 was added to the well. The beads were released from the 
magnet and thoroughly mixed into the washing buffer and 
stringently washed by applying a new round of induction 
field. The resulting particles were analysed by flow 
cytometry and florescence microscopy and it was verified 

25 that there was a clear discrimination between the 
complementary and the mismatched oligo target. 

EXAMPLE 7 

30 A cartridge as shown in fig 1 with a 0.25 mm thick Fe 
membrane coated with 50 pm Ag on the inner surface i.e. 
the surface turning against the first compartment of the 
cartridge was inserted into a surrounding induction coil 
made up by 2 individual coils which together were capable 

35 of delivering up to 20W. The first compartment of the 
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cartridge was filled with 200 \il hybridization buffer. 

The temperature of the membrane as well as of the buffer 
was measured as described in example 3. The buffer was 
heared with the induction coils to within less than 

5 20 sec. after initiating the heat generation, and kept at 
this temperature for 300 sec. using a temperature 
feedback device. Within another 20 seconds the 
temperature was raised to 90''C and kept at this 
temperature for 200 sec. The induction was turned of and 
10 during a period of 5 minutes the buffer was removed and 
new buffer added before the temperature was adjusted to 
55 "C within 10 sec and kept at this temperature for 
another 300 sec. The temperature accuracy was determined 
to be within 3%. 



15 
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Patent Claims: 

1 . A method of controlling the temperature of a specimen 
ir. direct or indirect contact with a solid support member 

5 by using induction heating, said specimen being fixed to 
a carrier or said specimen being in liquid form in 
contact with a carrier onto which capture probes for 
capturing said specimen are fixed/ and said carrier being 
removably , placed in, on, or under said support member, 
10 said solid support member comprising a conducting 
material, and said method comprising a step of subjecting 
said solid support to an oscillating magnetic field- 

2. A method according to claim 1, wherein the support 
15 member is a microtiter plate, a cartridge for a carrier, 

a cover plate for a carrier, a test tube, a probe, a 
membrane, or a filter. 

3. A method according to claim 1 or 2 wherein said solid 
20 support member is a microtiter plate comprising at least 

two wells, and said specimen or capture probes for said 
specimen is/are fixed onto beads, preferably latex beads. 

4. A method according to claim 3, wherein said wells each 
25 comprises a bottom and a wall, and at least one of said 

wells comprises a conducting material, said conducting 
material preferably being in the form of a solid piece of 
conducting material placed in said at least one well or 
in the form of one or more solid pieces or particles of 
30 conducting material incorporated in the wall or the 
bottom of said at least one well. 

5. A method according to claim 1 or 2, wherein said solid 
support member is a cartridge comprising a chcunber 

35 encompassed by a cartridge wall, said carrier carrying 
said specimen or said capture probes being placed in said 
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chamber and said chamber being subjected to a magnetic 
field, said chamber comprising at least one access 
opening for introducing the carrier, and for passing a 
processing fluid into and our of the chamber 

5 

6. A method according to claim 5 wherein said conducting 
material is preferably in the form of a solid piece of 
conducting material placed on the inner side of said 
cartridge wall, or in the form of one or more solid 

10 pieces or particles of conducting material incorporated 
in the wall of said cartridge. 

7. A method according to claim 5 or 6, wherein said 
carrier is a microscope slide, said cartridge comprising 

15 a chamber, and at least one access opening for 
introducing and withdrawing said slide, and at least one 
opening for passing a processing fluid into and out of 
the chamber, said microscope slide is placed in said 
chamber, and bears said or said capture probes. 

20 

8. A method according to claim 1 or 2, wherein said solid 
support member is a cover plate for a microscope slide, 
said cover plate comprising an electric conducting 
material, said specimen or said capture probes being 

25 fixed onto said microscope slide and placed between said 
cover plate and said slide when subjecting said solid 
support to an oscillating magnetic field, said slide 
preferably being a transparent plate. 

30 9. A method according to claim 1 or 2, wherein said solid 
support member is a test tube, said test tube comprising 
a well having a bottom and a wall, said well comprises a 
conducting material, fixed on the wall, incorporated in 
the wall or bottom material or loosely placed in the 

35 well- 
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10. A method according to any one of the preceding 
claims/ wherein the support member comprises an 
electrically conducting material, said electrically 

5 conducting material preferably being in contact with a 
layer of heat conducting material, which heat conducting 
material is in contact with the specimen. 

11. A method according to any one of the preceding 
10 claims, wherein the electrically conducting material is a 

metal, preferably a non magnetic metal or iron, more 
preferably a metal selected between carbon steel, 
stainless steel, brass, copper, aluminium, silver, gold, 
platinum, nickel, zinc, pewter or alloys thereof* 

15 

12. A method according to any one of the preceding 
claims, wherein the conducting material is in the form of 
one or more plates, having a length, a width, and a 
thickness, said length and said width being at least 10 

20 times the thickness. 

13. A method according to any one of the preceding claims 
1-11, wherein the electrically conducting material is in 
the form of powder incorporated in a polymer material, 

25 the amount of powder being sufficiently high to raise the 
temperature of the specimen when the solid support is 
subjected to the oscillating magnetic field. 

14. A method according to claim 13, wherein said specimen 
30 is in the form of a solid specimen, preferably a tissue 

section or a section of cell blocks. 

15. A method according to any one of the preceding 
claims, wherein said solid support comprises an amount of 

35 electrically conducting material sufficiently high to 
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raise the temperature of the specimen when the solid 
support is subjected to the oscillating magnetic field. 

16. A method according to any one of the preceding 
5 claims, wherein said magnetic field is generated by use 
of an electromagnetic inductor comprising an induction 
coil and a power supply, and sending alternating current 
through said coil. 

10 17. A method according to claim 17, wherein said power 
supply is an AC power supply, the frequency range is 
between 1 Hz-500 kHz, preferably up to 215 kHz, more 
preferably between 50-100 kHz. 

15 18. A method according to claim 18, wherein power 
delivered through said coil is up to about 100 W, 
preferably about 20 W. 

19. A method according to any one of the preceding 
20 claims / comprising a step of heating the specimen to a 

temperature of between 25 and 110 ^C, preferably between 
30 and 95 ^^C, more preferably between 35 and 85 ^'C. 

20. A method according to claim 19, wherein the specimen 
25 is heated and maintained at a constant temperature for a 

period of 1 minute and up to 1 week, preferably for up to 
1 hour . 

21. A method according to claim 19, wherein the specimen 
30 is dried and/or fixed at elevated temperature, preferably 

a temperature above 30 **C. 

22. A method according to claim 19, wherein the specimen 
is subjected to a reaction step at elevated temperature, 

35 preferably a temperature above 30 ^'C, said reaction step 
comprises one or more of the steps capturing the 
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speciinen, baking the specimen, exposing the specimen to 
antigen retrieval, denaturating the specimen, 
hybridisating the specimen, devaxing the specimen and 
washing the specimen. 

25. A method of carrying out an automatic or semi- 
automatic assay of one or more specimens each fixed on a 
microscope slide, said method comprising the steps of 



10 i) placing the microscope slide in a cartridge 

comprising a chamber encompassed by a cartridge 
wall, said cartridge comprising an electrically 
conducting material in the form of a solid piece 
of conducting material placed on the inner side 

15 of said cartridge wall, or in the form of one or 

more solid pieces or particles of conducting 
material incorporated in the wall of said 
cartridge, 

ii) placing the cartridge in an induction coil and 
20 sending alternating current through said coil to 

generate a magnetic field. 



24. A method according to claim 23 comprising an 
25 automatic or semi-automatic assay of two or more 
specimens, said method comprising the steps of 



iii) placing each microscope slide individually in a 
cartridge comprising a chamber encompassed by a 

30 cartridge wall, said cartridge comprising an 

electrically conducting material in the form of a 
solid piece of conducting material placed on the 
inner side of said cartridge wall, or in the form 
of one or more solid pieces or particles of 

35 conducting material incorporated in the wall of 

said cartridge. 



wo 01/07890 




PCT/DKOO/00417 



iv) placing each cartridge individually in an 
induction coil and sending alternating current 
through said coil to generate a magnetic field. 

5 25. A method of controlling the temperature of a specimen 
or a capture probe for a specimen fixed onto one or more 
micro beads, said beads having a size sufficiently small 
to be flowable in a liquid fluid, preferably water or a 
specimen in liquid form, and said beads comprising 
10 electrically conducting material, the bead or beads being 
placed in a liquid, and the method includes the step of 
carrying the one or more micro beads through an 
oscillating magnetic field for generating heat by use of 
a flow stream in the liquid. 

15 

26. A solid support member in combination with a carrier 
for a specimen or capturing probes for a specimen for 
testing or treating a specimen of biological material, 
said support member preferably being at least partly of a 
20 glass material or a polymer material and said support 
member comprising an electrically conducting material. 



27. A solid support member in combination with a carrier 
according to claim 26, said support member being at least 

25 partly of a polymer material selected from synthetic and 
natural polymers such as, polystyrene, polyethylene, 
polyurethane, polyethylene teraphthlates, polyvinyl 
acetate, polyvinyl chloride, polyvinyl-pyrrolidone, 
polyacrylonitrile, polymethyl-methacrylate, 

30 polytetraf luoroethylene, polycarbonate, poly-4-methyl- 
pentylene, polyester, polystyrene polypropylene, 
cellulose, nitro-cellulose, starch, polysaccharides, 
natural rubber, butyl rubber, styrene butadiene rubber, 
silicone rubber and copolymers or mixtures thereof. 



35 
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28. A solid support member in combination with a carrier 
according to claim 21, wherein an electrically conducting 
material is incorporated into the polymer material of the 
s uppo r t membe r . 

5 

29. A solid support member in combination with a carrier 
according to claim 28, wherein the electrically 
conducting material is in the form of powder incorporated 
in the polymer material, the amount of powder and the 

10 particle size of the powder being sufficiently high to 
provide the material with electrically conducting 
properties . 

30. A solid support member in combination with a carrier 
15 according to any one of the preceding claims 26-29, 

wherein the electrically conducting material is a metal 
preferably a non magnetic metal or iron, more preferably 
a metal selected between carbon steel, stainless steel, 
brass, copper, aluminium, silver, gold, platinum, nickel, 
20 zinc, pewter or alloys thereof. 

31. A solid support member in combination with a carrier 
according to any one of the preceding claims 2 6-28 and 
30, wherein the electrically conducting material is in 

25 the form of one or more plates, having a length a width 
and a thickness, said length and said width being at 
least 10 times the thickness. 

32. A solid support member in combination with a carrier 
30 according to any one of the preceding claims 26-32, 

wherein said solid support comprises between 10 and 
100.000 mg of an electrically conducting material. 

33. A solid support member in combination with a carrier 
35 according to any one of the preceding claims 2 6-34, 

wherein the support member is a microtiter plate, a cover 
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plate for a microscope slide, a cartridge for a 
microscope slide, a test tube, a probe, a particle, a 
membrane, or a filter. 

5 34 . A solid support member in combination with a carrier 
according to claim 33, wherein said solid support member 
is a microtiter plate comprising at least two wells. 

35- A solid support member in combination with a carrier 
10 according to claim 34, wherein said wells each comprises 
a bottom and a wall, and at least one of said wells 
comprises a conducting material, said conducting material 
preferably being in the form of a solid piece of 
conducting material placed in said at least one well or 
15 in the form of one or more solid pieces or particles of 
conducting material incorporated in the wall or the 
bottom of said at least one well. 

36. A solid support member in combination with a carrier 
20 according to claim 33, wherein said solid support member 

is a cartridge comprising a chamber, for receiving the 
carrier with the specimen or the probes for a specimen, 
and at least one access opening for introducing the 
carrier, and for passing a processing fluid into and out 

25 of the chamber, said conducting material preferably being 
in the form of a solid piece of conducting material 
placed on the inner side of said cartridge wall, or in 
the form of one or more solid pieces or particles of 
conducting material incorporated in the wall of said 

30 cartridge. 

37. A solid support member in combination with a carrier 
according to claim 36, wherein said conducting material 
being in the form of a solid piece of electrically 

35 conducting material placed on the inner side of said 
cartridge wall and said cartridge wall comprises an 
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opening allowing direct access to the solid piece of 
electrically conducting material. 

38 , A solid support member in combination with a carrier 
5 according to claim 33/ wherein said carrier is a 

microscope slide, said slide preferably being a least 
partly transparent, 

39, A solid support member in combination with a carrier 
10 according to claim 33, wherein said solid support member 

is a test tube, said test tube comprising a well having a 
bo"tom and a wall, said well comprising a conducting 
material, fixed on the wall, incorporated in the wall or 
bottom material or loosely placed in. the well. 

15 

40, A solid support member in combination with a carrier 
and an electromagnetic inductor, said support member 
being a support member according to anyone of claims 26- 
39 and said electromagnetic inductor being able to 

20 generate a magnetic field. 

41, A solid support member in combination with an 
inductor according to claim 40, wherein said inductor 
comprises an induction coil and a power supply, said 

25 coil, preferably being sufficiently large to surround the 
support member, and said power supply being able to 
sending alternating current through said coil. 

42, A support member in combination with an inductor 
30 according to claim 41, wherein said power supply is an AC 

power supply, the frequency range is between 1 Hz-SOO 
kHz, preferably up to 215 kHz, more preferably between 
50-100 HZ. 

35 43. Use of a support member in combination with an 
inductor according to any one of claims 40-42 for 
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treatment of a specimen, preferably a biological 
specimen, more preferably a vegetable or an animal 
specimen, even more preferably cellular specimens of 
bones, blood cr muscles. 

5 

44. Use of a support member according to claim 43 for 
immunohistochemical procedures or in situ hybridisation 
or special stains. 



15 
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